No effect of MDR1 C3435T polymorphism on oral pharmacokinetics of telmisartan in 19 healthy Chinese male subjects.
Considerable interindividual differences in both drug response and pharmacokinetics of telmisartan have been identified. This study was designed to investigate the influence of MDR1 C3435T polymorphism on pharmacokinetics of telmisartan after a single oral dose in healthy Chinese volunteers. A total of 61 unrelated male volunteers were genotyped for MDR1 C3435T polymorphism by using the polymerase chain reaction-restriction fragment length polymorphism method. Six 3435CC homozygotes, eight 3435CT heterozygotes, and five 3435TT homozygotes were randomly selected and received a single oral dose of 40 mg telmisartan. Plasma concentrations of telmisartan were determined by the high performance liquid chromatography-mass spectrometry method up to 48 h after telmisartan administration. Interindividual variation for t(max), C(max), t(1/2), AUC(0-48), AUC(0-infinity), and clearance (CL) for telmisartan was approximately 6-, 33-, 16-, 17-, 20-, and 20-fold, respectively. C(max) (p=0.010), t(1/2) (p=0.029) and CL (p=0.010) of telmisartan were not normally distributed. MDR1 3435TT homozygotes seemed to show increases in C(max), t(max), t(1/2), AUC(0-48), and AUC(0-infinity). However, no significant differences in C(max), t(max), t(1/2), AUC(0-48), AUC(0-infinity), and CL among MDR1 C3435T genotypes were observed. MDR1 C3435T polymorphism does not affect oral pharmacokinetics of telmisartan.